Editors' Picks  by unknown
editors' picks
© 2012 The Society for Investigative Dermatology www.jidonline.org 1063
Certain diagnosis
Because skin reactions are the most common adverse drug reac-
tions, full evaluation of patients with suspected drug reactions 
is important for understanding the true relationship between 
individual drugs and adverse reactions. Heinzerling and 
colleagues recently reported that a drug reaction could not be 
confirmed by objective allergy testing in one-quarter of their 
141 patients who presented with suspected cutaneous drug 
reactions. This five-year longitudinal study supports the need 
for confirmation of clinical presentation by a dermatologist 
and use of allergy testing in patients with suspected drug reac-
tions to diagnose such effects definitively and to link the adverse 
cutaneous reactions accurately with the offending drugs. In the 
absence of such confirmation, “innocent” drugs may be elim-
inated as potential treatment options for serious medical condi-
tions. (Br J Dermatol 166:107–14, 2012) Selected by H. Williams
After the FAK
Although investigators have suspected that mechanical forces 
influence the fibrotic response to cutaneous injury, the mole-
cular pathways that link physical force with fibrosis have not 
been clearly elucidated. Thus, Wong and colleagues inves-
tigated hypertrophic scar (HTS) fibrosis in a mouse model. 
Genome-wide microarray analysis of mouse scars that had been 
subjected to physical tension identified focal adhesion kinase 
(FAK) as a central transducer of both inflammatory and physical 
signals. Indeed, cutaneous injury activated FAK, and mechani-
cal force potentiated this effect. FAK knockout mice exhibited 
less scarring and inflammation than control mice. Importantly, 
small-molecule inhibition of FAK in human fibroblasts pre-
vented formation of focal adhesions and spread morphology, 
whereas inhibition of FAK in a mouse HTS model resulted in less 
scar formation. Thus, therapies that target FAK may potentiate 
human fibrotic disease, and, more broadly, targeted strategies to 
uncouple mechanical force from inflammation and fibrosis may 
be extremely useful in many pathological situations. (Nat Med 
18:148–52, 2012) Selected by T. Krieg
How central is the centrosome?
The centrosome, which controls essential cellular processes 
and cell division orientation, is one hallmark of animal cells. 
Although animal centrosome duplication requires duplication of 
its core components once per cell cycle, the acentriolar pathway 
allows assembly of many centrioles in multiciliated cells under-
going terminal differentiation. In a recent study of flatworms 
that use multiciliated cells for locomotion, Azimzadeh and col-
leagues discovered that planarians lack centrosomes and only 
assemble centrioles de novo during differentiation of ciliated 
tissues. Not surprisingly, then, these investigators discovered that 
key centrosome components were missing from the planarian 
genome. Remarkably, loss of the centrosome occurred within 
nonparasitic flatworms, despite the fact that the major cellular 
and developmental processes appear to be mostly conserved 
between the species. The researchers concluded that the cen-
trosome is necessary for the coordination of specific develop-
mental processes but is not a fundamental cellular requirement. 
(Science 335:461–3, 2012) Selected by G. Cotsarelis
Looking for stress
Although γδ T cells exhibit some characteristics of adaptive 
immunity, these unconventional T cells function primarily in 
lymphoid stress surveillance and may be activated by cyto-
kines or ligands for activating natural killer receptors, such 
as NKG2D. These γδ T cells reside in the tissue-resident T-cell 
compartment along with dendritic epidermal T cells and 
intraepithelial lymphocytes (IELs). Strid and colleagues recently 
demonstrated that the IEL response to NKG2D links lymphoid 
stress surveillance to atopy. Upregulation of the self stress-anti-
gen Rae-1 concomitantly with antigen enhanced the T helper 
type 2 immune response. Mildly abrasive tape stripping, which 
induced lymphoid stress-surveillance response features, also 
required γδ T cells in order to evoke a response to cutaneous 
antigens and affect both antigen-specific and total IgE produc-
tion. Moreover, these responses occur via NKG2D-dependent 
communication between dysregulated epithelial cells, which 
often result following toxin exposure, and tissue-associated 
immune cells. These findings illuminate a potential connec-
tion between the increasing frequencies of atopic diseases 
and increased exposure to environmental toxins. (Science 
334:1293–7, 2011) Selected by L. Beck
Unique and opposing
The specific roles of the skin-resident dendritic cell (DC) sub-
sets—Langerhans cells (LCs), Langerin+ dermal DCs (dDCs), and 
classic dDCs—in the cross-presentation of skin-derived antigen 
in vivo and CD4+ T helper cell differentiation have not been 
clearly defined. Using a novel model of Candida albicans engi-
neered to express multiple T-cell antigens, Igyártó and colleagues 
found that LCs were neither necessary nor sufficient for cross-
presentation of the C. albicans antigen to CD8+ T cells, whereas 
Langerin+ dDCs were required. LCs were required for develop-
ment of T helper type 17 (Th17) cell responses, and Langerin+ 
dDCs were required for Th1 cell responses. In the absence of 
Langerin+ dDCs, the Th17 cell response was enhanced, suggest-
ing that these DCs typically inhibit such a response. Together, 
these studies not only identify specific, nonredundant roles for 
the skin-resident DC subsets but also suggest that these cell 
types evoke specific unique and opposing antigen-specific T-cell 
responses in mice. These results have implications for investi-
gations of LC in Th17 cell–mediated diseases such as psoriasis. 
(Immunity 35:260–72, 2011) Selected by T. Schwarz
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